
From: Hollis, Linda
To: Susan.Carlson@fda.hhs.gov
Subject: FW: USDA"s comment to BLAD"s proposed tolerance
Date: Wednesday, August 05, 2015 2:12:00 PM
Attachments: Comment.pdf

Hello Susan,
 
I hope that you are having a great summer.  I wanted to reach out to FDA again because we have
 received comments from USDA on the BLAD proposed rule.  We believe the comments are
 substantive and will need to be addressed.  The comments essentially bring into question our
 decision to rule in favor of a numeric tolerance for residues of BLAD and question why we did not
 consider the skin prick test results and serum test as evidence that BLAD is not an allergen. 
 
We are currently developing the final rule and were hoping that FDA can offer additional feedback to
 the issues raised by USDA.
 
Thank you, Susan.  Hopefully, you all will be able to provide some assistance.
 
Best,
 
Linda
 

From: Adams, Menyon 
Sent: Monday, August 03, 2015 12:47 PM
To: Hollis, Linda
Subject: FW: USDA's comment to BLAD's proposed tolerance
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July 28, 2015 


Robert McNally, Director 


USDA --United States Department of Agriculture 


Office of Pest Management Policy 


Biopesticides and Pollution Prevention Division (7511 P) 
Office of Pesticide Programs, Environmental Protection Agency 
1200 Pennsylvania Ave., N.W. 
Washington, DC 20460-000 1 


Re: USDA Public Comments on EPA's Proposed Rule on Banda de Lupinus albus doce BLAD; 
Proposed Pesticide Tolerance published in the May 29, 2015 Federal Register; EPA Docket 
Identification (ID) EPA-IIQ-OPP-20 15-0230. 


Dear Mr. McNally: 


Thank you for the opportunity to provide comments on EPA's Proposed Rule on Banda de 
Lupinus albus doce BLAD; Proposed Pesticide Tolerance document which was published in the 
May 29, 2015 Federal Register. 


USDA concurs that BLAD is a novel crop protection tool that fits the IPM and fungicide 
resistance management strategies available to growers. 


• BLAD (banda de Lupinus albnus doce) is a novel biofungicide that is non-transgenic and 
non-systemic within the plant system and binds directly onto fungal pathogens upon 
contact by affecting the integrity of fungal cell walls, hence inhibiting fungal growth in 
agricultural commodities. 


• BLAD is not a food additive nor a food ingredient but is applied to crop plants as a spray 
biofungicide to manage fungal pathogens before causing infection on leaves, flowers and 
fruits that cause leaf spots, blights, powdery mildews or rots under field conditions. 
Under field conditions, BLAD is more efficacious when applied as a preventative spray 
than as a curative or eradicative spray. There are no post-harvest applications ofBLAD 
to be labeled on agricultural crops. 


• BLAD extends the effectiveness and life of synthetic fungicides under field conditions by 
reducing the development of resistant fungal populations. Further, BLAD can easily be 
tank-mixed with other crop protection products in a spray program either on a calendar
based or using a disease forecasting system. Therefore, BLAD fits into an integrated 
disease management and fungicide resistance management strategies. 







EPA's proposed rule to revoke the current exemption from the requirement for a tolerance for 
BLAD residues and to replace it with tolerances is not sufficiently justified by available 
scientific data. As such, the decision seems to be arbitrary. 


• EPA's proposed rule appears to be in response to FDA concerns over potential sensitivity 
to BLAD in individuals with sensitivity to lupines. FDA stated its concerns in its May 21, 
2013, comment in response to EPA's final rule exempting BLAD residues from the 
requirement of a tolerance. FDA encouraged EPA to further evaluate the potential 
allergenicity of BLAD in order to avoid '·the appearance in foods of clinically relevant 
levels ofBLAD residues" (emphasis added). FDA further requested that ·'before BLAD 
is introduced into commerce, EPA obtains and reviews thorough testing of the material to 
ensure that it will not provoke allergic reactions in sensitive individuals." At no point did 
FDA state that it believed BLAD to be an allergen, nor did FDA recommend that EPA set 
a tolerance. FDA merely requested that EPA confirm that BLAD is not an allergen before 
proceeding with the tolerance exemption. 


• In response to FDA's comments, the registrant submitted field trials (to determine 
residues of BLADon crops after application), serum testing (to determine whether 
BLAD exposure triggers an allergic response in individuals sensitive to lupines), and a 
risk assessment. These submissions consistently showed that the risk of an allergic 
response in sensitive individuals as a result of consumption ofBLAD-treated produce 
was either non-existent or negligible. EPA scientists seem to agree: a June 6, 2014, memo 
states that "when combined with field magnitude of residue data demonstrating rapid 
decline of BLAD following application, the negative in vitro immunological study could 
be used to support the existing tolerance exemption'' (Memorandum from Michael 
Rexrode, PhD, Senior Biologist to Menyon Adams, Regulatory Action Leader). 


• As it seems that FDA's limited concerns about the potential allergenicity ofBLAD were 
addressed by the additional studies submitted by the registrant, EPA's change of course 
(revoking the exemption from the requirement of a tolerance and replacing it with 
tolerances) was very surprising. In the preamble to the proposed rule, EPA states that "in 
light of the similarity of BLAD to peanut allergens and documented allergies to lupines in 
the literature, the agency believes the safety of BLAD also depends on demonstrating no 
detectable residues, in the absence of a demonstrated threshold level." We question 
whether this statement is justified based on the totality of information provided and the 
weight-of-evidence approach that EPA has adopted for such evaluations. Even more 
puzzling is that the very next sentence in the preamble references a docket that contains, 
as its sole supporting document, the EPA memo cited above (which concludes that the 
submitted studies support the maintenance of a tolerance exemption). Finally, the 
statement is misleading in that it suggests that a threshold level is lacking. A threshold 
level is not needed because the data do not support a finding that BLAD is an allergen. 


• EPA's contention that "unlimited exposure to BLAD" is possible under an ''unlimited 
exemption from the requirement of a tolerance'· is unrealistic. Even if BLAD remains 
exempted from a tolerance, the label application rate still determines how much BLAD 
can be applied to crops, which effectively limits the residue levels to those observed in 
the field trials submitted by the registrant. 
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• USDA agrees that ruling out any allergenicity concerns prior to allowing a biopesticide 
such as BLAD into commerce is exceedingly important. However, in the absence of a 
scientific basis for continued concern over potential allergenicity, USDA feels that the 
studies submitted by the registrant should be given appropriate weight by EPA. Based on 
these studies, EPA has two options: maintain the tolerance exemption for residues; or 
alternatively, ifEPA has access to any conflicting studies, or requires specific additional 
data to make a determination regarding the potential allergenicity, EPA should clearly 
articulate these concerns in order to avoid the appearance that the decision to revoke the 
exemption from the requirement of a tolerance for BLAD and replace it with tolerances 
was not based on the best science available. 


USDA encourages EPA and FDA to clarify guidance on testing procedures. evaluation standards 
and registration requirements for biocontrol pesticides containing seed proteins. A fully 
transparent regulatory process will enable the public and the regulated community to better 
understand how principles of risk assessment have been applied to address food allergenicity 
issues. Clear explanations of such standards and requirements will allow a more thorough 
scientific evaluation of them and ensure that viable and useful biopesticides that might be of 
immediate use by growers will be transparently evaluated. 


• While a single factor is not fully predictive, USDA recommends that an assessment of 
allergenicity should be based on an integrative approach and all best available 
information should have been collated. However, availability of such data on the 
expression of allergenicity in harvested crops and processed crops is limited. 


• Given that the registrant provided new data to EPA to address its (and FDA's) concerns 
and that the additional data (e.g. skin test data) was not supportive of allergenicity 
concern, EPA's proposed action in this notice is puzzling and is indicative of a lack of 
clearly communicated endpoints to the registrant. Providing improved guidance 
proactively to address the relevant issues on safety or other regulatory concerns prior to 
commercialization of protein-based biopesticides will offer benefits to both registrants 
and the public. 


USDA understands the lack of scientific certainty in the evaluation of hazard potential ofBLAD 
and the realistic estimates of exposure on human health. With the existence of hazard data gaps, 
the use of the weight-of-evidence approach needs to be more explicitly described - it is not clear 
how various pieces of data were weighted in EPA's decision. and why those weights were 
assigned. 


• Homologies between P-conglutin, the precursor to BLAD, and well known allergens in 
the vicillin family were identified. BLAD itself, however, contains only one stretch of 
contiguous amino acid residues identical to those of the known allergen Ara h 1. Serum 
cross-reactivity studies suggested that P-conglutin was unlikely to be the major lupine 
allergen. With no standardized assays and up-to-date guidelines in place on the use of 
seed protein as a biofungicide, the parameters on amino acid sequence homology and 
serum testing are questionable and not definitive. ln addition, BLAD itself was noted to 
be an internal segment of P-conglutin. Allergen epitopes are known to be typically 
surface features on proteins, so the relevance of a small sequence homology in an internal 
segment of the protein is arguable. 
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• It is not clear how weight-of-evidence evaluation is being applied in this case. It was 


noted, for example, that "due to the presence of an almond husk and the subsequent 
processing of almond nut meats, the pre-harvest use of BLAD on almonds following 
good agricultural practices does not represent any reasonable possibility of resuJting in 
detectable residues on the edible nut". Given this fact, the basis for EPA's decision for 
tolerance revocation on almonds is especially confusing. 


• As a matter of general practice, it is puzzling that the Agency sought additional data from 
the registrant to address a potential concern regarding allergenicity, the registrant 
provided that data, the data did not support concern regarding allergenicity, and yet the 
proposed action is based on concern over potential allergenicity. If the Agency's intent 
was to revoke the tolerance, what was the purpose of requiring the submission of the 
additional data? 


The proposed rule failed to address possible impacts of the establishment of such tolerances for 
the affected crop commodities on international trade and on the evaluation of field residues of 
biopesticides. 


• USDA is concerned that the export of U.S. commodities (almonds, grapes, strawberries, 
and tomatoes) will be impacted by the establishment of a tolerance for BLAD, due to the 
need to obtain current and timely established or amended maximum residue limits 
(MRLs) and to develop enforcement procedures consistent with international regulatory 
data requirements. 


• As a result of this action, other countries may impose new and/or different data 
requirements to establish MRLs, which could include differences in residue definition. 
Existing MRLs could be in jeopardy, and this will affect existing Codex Alimentarius 
Commission standards as other governments reevaluate and/or revoke existing 
exemptions from tolerances. 


• MRL harmonization and trade between the U.S. and Canada will be disrupted as BLAD 
residues are exempted from the requirement of a tolerance in Canada. 


Please contact me if you would like to discuss further USDA' s comments. 


Sincerely, 


Sheryl H. Kunickis, Ph.D. 
Director 
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